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DETAILED ACTION 

Election/Restriction 

1. Applicant's election of Group I, Claims 1-3 as they pertain to method for 
diagnosing glaucoma by assaying for the polynucleotide encoding GR0, on 
7/28/06, is acknowledged. Because applicant did not distinctly and specifically 
point out the supposed errors in the restriction requirement, the election has 
been treated as an election without traverse (MPEP 818.03(a)). Claim 4 is 
withdrawn from further consideration by the examiner, 37 CFR 1.142(b), as being 
drawn to a non-elected invention. The requirement is still deemed proper and is 
therefore made FINAL. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

2. Claims 1-3 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 1 is indefinite because it is not clear what is "aberrant expression of 
GRp" so as to allow the metes and bounds of the claim to be determined. It is 
not clear what aberrant expression of GR/? in a patient indicates a diagnosis of 
glaucoma. 
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Claim 2 is indefinite because it is not clear what "defect in the GR/? 
isolated from said sample" alters the degree of alternating splicing so as to allow 
the metes and bounds of the claim to be determined. Further it is not clear 
"what degree of alternating splicing between exons 8 and 9a/9/?" lead to altered 
expression of GR/? and indicate a diagnosis of glaucoma. Also it is not clear to 
which protein exons 8 and 9a/9/? belong and what amino acid sequence 
identifies said exons so as to allow the metes and bounds of the claim to be 
determined 

Claim 3 is indefinite because it is not clear what is the "defect in the GR/? 
isolated from said sample" that alters the degree of alternating splicing so as to 
allow the metes and bounds of the claim to be determined. Further it is not clear 
how the defect is specifically detected by using the claimed assays so as to allow 
the metes and bounds of the claim to be determined. Claim 3 is also rejected 
under 35 U.S.C. 112, second paragraph, as being incomplete for omitting 
essential steps, such omission amounting to a gap between the steps. See 
MPEP § 21 72.01 . The omitted steps are: those required to identify the "defect in 
the GR/? isolated from said sample". The mere mentioning general assays does 
not disclose the specific conditions, probes etc required to detect the defect or 
even identify the defect. Further is not clear what are the assay steps in the 
restriction fragment length polymorphism (RFLP), single-stranded conformation 
polymorphism (SSCP), polymarase chain reaction (PCR), denaturing gradient gel 
electrophoresis; allele specific oligonucleotide ligation, and allele specific 
hybridization as they specifically relate to identifying the "defect in the GR/? 
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isolated from said sample" and indicating a diagnosis of glaucoma. The 
specification only mentions said assays on pages 4 and 5 without further 
clarification as to what the assays encompass as they specifically relate to 
determing the defect in instant invention. Clarification is needed as to allow the 
metes and bounds of the claim to be determined. 

Claim 3 rejected due to the improper Markush grouping. The claim refers 
to a group containing both methods and non-methods. Single-stranded 
conformation polymorphism (SSCP) is not a method. 

Claim 2 is objected to because it is not clear what is meant by "expressio" 
on line 4 of subsection (c). This appears to be typographical error. If this is 
indeed the case the objection can be overcome by amending the claim to read 
"expression". 

Claim Rejection, 35 U.S.C. 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

3. Claims 1-3 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a method for diagnosing glaucoma in a 
patient wherein a decrease in GR/? (SEQ ID NO:1) expression in the trabecular 
meshwork of a patient as compared to the expression of GRJ3 (SEQ ID NO:1) in 
the trabecular meshwork of a non-glaucomatous patient indicates a diagnosis of 
glaucoma, does not reasonably provide enablement for other methods for 
diagnosing glaucoma in a patient. The specification does not enable any person 
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skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention commensurate in scope with these claims. 

Claims are drawn to a method of diagnosing glaucoma which comprises 
detecting aberrant expression of the GR/3 or defects in a GR/? . The claims 
suggest possible general assays which may be used to achieve the goal of the 
preamble but the specification, claims or prior art do not state how to use said 
assays to specifically diagnose glaucoma and no indication of the arrangement of 
the method steps is given. The specification discloses a method for diagnosing 
glaucoma in a patient wherein a decrease in GR£ (SEQ ID NO:1) expression in 
the trabecular meshwork of a patient as compared to the expression of GR/? 
(SEQ ID NO:1) in the trabecular meshwork of a non-glaucomatous patient 
indicates a diagnosis of glaucoma. Therefore a direct comparison of the GR/? 
nucleic acid of SEQ ID NO:1 in the trabecular meshwork of normal patients as 
compared to that found in the trabecular meshwork of non-glaucomatous patient 
is the only example of "aberrant expression" or "defect" disclosed in the 
specification that allows the diagnosis of glaucoma in a patient. Although other 
patterns of aberrant expression or defects may exist they may indicate glaucoma 
in a patient none of these are identified in the specification, apart from the one 
disclosed as enabling above. 

Prior art and the specification disclose that various tissues express the both GRa 
and GR/3, and that the alternate splice form, GR£ , does not bind 
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glucocorticoids. The specification states that" Surprisingly, it has been found that 
cultured human trabecular meshwork cell lines express the proteins for both an 
alternate splice form of the human glucocorticoid receptor (GR/?; SEQ ID NO:1), 
as well as the normal glucocorticoid receptor (GRa; SEQ ID NO:3). The 
specification discloses that elevated intraocular pressure associated with primary 
open-angle glaucoma may be due to the aberrant expression of GR/? in the 
tubular meshwork. The specification concludes, that determining that an 
individual abnormally expresses GR/? in their trabecular meshwork tissue can 
lead to a diagnosis of glaucoma. 

Therefore, the lack of guidance provided in the specification as to what 
other aberrant expression of GR/? SEQ ID NO:1, except for that as disclosed 
enabling for claimed invention, would prevent the skilled artisan from 
determining whether any other modification or mutation to the GR/? could be 
detected that would indicate glaucoma in a patient without undue 
experimentation. Due to the large quantity of experimentation necessary to 

* 

identify other defects in the GR/3 and the lack of direction/guidance presented in 
the specification regarding the identification, purification, isolation and 
characterization of said defects, the unpredictability of the effects of mutation on 
the structure and function of proteins, and the breadth of the claim which 
encompass undefined defects and aberrant expressions, undue experimentation 
would be required of the skilled artisan to make or use the claimed invention in its 
full scope. 
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4. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Nirmal S. Basi whose telephone number is 
571-272-0868. The examiner can normally be reached on 9:00 AM-5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Gary Nickol can be reached on 571-272-0835. The fax 
phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you. would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 





Nirmal S. Basi 
Art Unit 1646 
October 16, 2006 



